Peripheral blood lymphocyte phenotypes in patients with spondyloarthropathy
A Plonquet, A Gleizes, K Briot, P Maison, X Chevalier, J-P Farcet, P Claudepierre A prevalent hypothesis in the pathogenesis of the spondyloarthropathies (SpA) is that gut lymphocytes primed by antigens in the gut lumen may enter the bloodstream and home in on target tissues-for example, the entheses and synovial membranes, where they may initiate a local immune process responsible for further local inflammation. 1 Selective homing of lymphocytes is a well known process that is made possible, in part, by the lymphocyte phenotype acquired as a response to antigenic stimulation and characterised by a subset of receptors (such as integrins) associated with targeted trafficking.
2 Among integrins, a E b 7, is expressed by T lymphocytes in or adjacent to mucosal epithelia, and exhibits features that indicate a possible role in this pathogenic process. 3 4 To our knowledge, there are no data on the markers for activation and adhesion of circulating lymphocytes in the SpA. The main objective of this study was to look for differences in a E b 7 (CD103) blood lymphocyte counts between patients with active and those with inactive SpA, using flow cytometry. We also studied markers for other adhesion molecules, lymphocyte subsets, and lymphocyte activation.
PATIENTS, METHODS, AND RESULTS
Twenty patients meeting European Spondylarthropathy Study Group criteria 5 or Amor's criteria 6 for SpA were enrolled in the study, together with control patients followed up for chronic degenerative low back pain. They did not have any other underlying disease and only had a non-steroidal anti-inflammatory drug (NSAID) or acetaminophen as current treatment. All patients and controls gave their written informed consent to participation in the study, which was approved by the local ethics committee. Table 1 shows the main characteristics of the patients. The 20 control patients had a mean (SD) age of 39.8 (9.6) years (p.0.05 v the SpA group) and six of them were men. Flow cytometry was performed using a Coulter EPICS(r) XL within 24 hours after staining. List mode parameters were analysed and stored on System II software (Beckman-Coulter).
The studied markers (absolute count and/or percentage of positive cells) were compared between the patients with SpA and the controls, and between the patients with SpA with active disease and those with quiescent or controlled disease. Active disease was defined a priori as a Bath Ankylosing Spondylitis Disease Activity Index (BASDAI) score .30
7 with a C reactive protein (CRP) level .15 mg/l (Mann-Whitney test).
The mean (SD) percentage of CD103 lymphocytes did not differ between the patients with SpA (0.9 (0.4)%) and controls (1 (0.6%)), but was significantly lower in the patients with active SpA (0.66 (0.26%)) than in those with inactive SpA (1.2 (0.7)%, p,0.05). Except for a small but significant decrease in the percentage of CD49d positive cells in the patients with SpA as compared with the controls, no significant differences between the groups with active and inactive SpA were seen for any of the three other integrin markers (CD11a, CD29, and CD49d). The frequencies of the main CD4 and CD8 T cell subsets and NK cells were not significantly different between the patients with SpA and controls or between the groups with active and inactive SpA. However, there was a trend toward an increase in the CD3+ lymphocyte count in the group with active SpA, which was ascribable primarily to a trend towards higher CD8+ T cell counts. The absolute count of CD8+ cells positive for CD62L was significantly greater in the group with active SpA (140 (28)) than in the group with inactive SpA (77 (82), p,0.05), whereas no difference was noted between the overall SpA patient group and the control group. A trend in the same direction was seen for CD4+ lymphocytes, although the difference was not statistically significant. None of the between-group differences for these molecules (CD25, CD38, DR, CD45RA-RO), which can be considered markers of lymphocyte activation, were statistically significant.
DISCUSSION
This study provides the first data on blood lymphocyte phenotypes according to disease activity in patients with SpA. It found no differences in peripheral blood lymphocyte phenotypes between patients with SpA and controls. However, a decrease of lymphocytes expressing a E b 7 integrin was seen in patients with active SpA, which may suggest an accumulation of these cells in tissue and add to earlier evidence 8 that T cells expressing a E b 7 may be involved in the pathogenesis of SpA. The increase in absolute counts of CD8+ T cells expressing L-selectin observed in the same subgroup of patients with active SpA may reflect different immunological processes and also deserves further study. EULAR is proud to announce the organisation of this workshop devoted to the discussion and exchange of best practice in curriculum design, teaching, and assessment methods for musculoskeletal diseases in undergraduate medical courses.
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